Cytogenetic and molecular genetic studies Chromosome analyses of cultured lymphocytes from the proband and her mother showed a 46,XX karyotype. In addition, no germline mutation in exons 1-11 of the p53 tumour suppressor gene was detected by sinr., strand conformational polymorphism (SSCP) analysis, using the most sensitive running conditions9 for the p53 gene.
Discussion
There have been over 100 cases of Cowden syndrome reported in English publications to date,4'5 describing more than 50 abnormalities observed in patients with this phakomatosis.4 Since over 70% of these patients have mucocutaneous papillosis, acral keratoses, and breast disease in affected females (both malignant and benign), these features probably characterise Cowden syndrome. Thyroid disease (both benign and malignant), macrocephaly, gastrointestinal hamartomas, and gynaecological problems are believed to be part of the syndrome as well.
Lhermitte-Duclos disease is believed to be a hamartomatous overgrowth of hypertrophic ganglion cells which replace the granular cell layer and Purkinje cells of the cerebellum.78 10 Clinically, LDD may manifest with ataxia, signs and symptoms of raised intracranial pressure, seizures, megencephaly, and mental retardation.7 8 1"13 By 1992, 62 patients with LDD, without Cowden syndrome, had been described; interestingly, some of these patients have been noted to have breast or other cancers.7 In the family reported in this paper, the proband's grandfather (I.1) undoubtedly had LDD as the diagnosis was made by cerebellar biopsy. Although no cerebellar mass was noted in the proband's mother by magnetic resonance imaging, she has the signs of ataxia, megencephaly, seizures, and decreased IQ, 
